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DETAILED ACTION 
Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.114, including tine fee set 
forth in 37 CFR 1 .17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on June 
29, 2009 has been entered. 

Applicant has filed a supplemental response on July 23, 2009. 

With regard claim amendments filed December 29, 2008, claims 1 , 3, 5, 12, 15, 
17-19 are amended. Claims 4, 7-11 are cancelled. 

With regard to the claim amendments filed June 29, 2009, claims 1 , 5 are 
amended. Claims 3, 4, 7-11 are cancelled. 

Claims 1, 2, 5, 6, 12-19, drawn to a transgenic non-human mammal comprising a 
GANP gene, are under consideration. 

Wittidrawn Objection/Rejection 

Claim Objection 

Applicant's arguments, see claim amendments filed December 29, 2009, with 
respect to the objection of claim 15 have been fully considered and are persuasive. 
Applicant has amended the claim. The objection of claim 15 has been withdrawn . 
35USC§112,2"'' parag. 
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Applicant's arguments, see claim amendments filed December 29, 2009, with 
respect to the rejection of claims 17-19 have been fully considered and are persuasive. 
Applicant has amended the claims. The rejection of claims 17-19 has been withdrawn . 
35USC§103(a) 

Applicant's arguments, see claim amendments filed June 29, 2009, with respect 
to the rejection of claims 1-5 as being unpatentable over Kuwahara et al., 2000, Blood, 
95: 2321-2328, previously cited, in viewof Jaenisch, 1988, Science, 240: 1468-1474, 
previously cited, Maas et al., 1999, The Journal of Immunology, 162: 6526-6533, have 
been fully considered and are persuasive. Applicant has amended the claims to 
indicate that the non-human mammal produces high affinity antibody-producing B cells. 
The rejection of claims 17-19 has been withdrawn . 

Applicant's arguments, see claim amendments filed June 29, 2009, with respect 
to the rejection of claims 1, 17-19 as being unpatentable over Kuwahara et al., 2000, 
Blood, 95: 2321-2328, previously cited, in viewof Jaenisch, 1988, Science, 240: 1468- 
1474, previously cited, Maas et al., 1999, The Journal of Immunology, 162: 6526-6533, 
previously cited, Henderson et al., 1998, Annu. Rev. Immunol. 16: 163-200, have been 
fully considered and are persuasive. Applicant has amended the claims to indicate that 
the non-human mammal produces high affinity antibody-producing B cells. The 
rejection of claims 17-19 has been withdrawn . 



Maintained Rejection 



Claim Rejections - 35 USC §112 
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The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification sliall contain a written description of tlie invention, and of tlie manner and process of 
malting and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 2, 5, 6, 12-19 remain rejected in modified form under 35 U.S.C. 112, 
first paragraph, because the specification, while being enabling for 

a transgenic mouse, or a progeny thereof, comprising a transferred recombinant 
mouse GANP gene that encodes and expresses a protein of SEQ ID NO. 2, wherein 
said transgenic mouse produces high affinity antibody-producing B cells, 

does not reasonably provide enablement for 

any transgenic non-human mammal other than mouse comprising a mouse or 
human GANP gene, wherein said mammal produces high affinity antibody-producing B 
cells. 

The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make or use the invention 
commensurate in scope with these claims, for reasons of record October 1 1 , 2007, July 
28, 2008, January 21, 2009. 

Applicant's arguments filed June 29, 2009 have been fully considered and they 
are persuasive in part . 

With regard to the claims being drawn to ES cells from any species of mammals 
(Applicant's response, page 6), Applicant has cancelled claim 3. The rejection as it 
applies to this issue is withdrawn . 
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With regard to the issue of somatic hypermutation (SHM), wherein Li et al., 2004, 
teach that while SHM is the predominant mechanism in humans and mice, gene 
conversion occurs in chicl<ens in other species (Li et a!., page 1, 1®' col.), Applicant 
indicates that the claims are limited to bovine, horse, pig, goat, rabbit, dog, cat, mouse, 
rat, hamster, and guinea pig and that an artisan would recognize that the primary 
mechanism for generating structurally heterogeneous V regions in mammals is via 
somatic mutation (Applicant's response, page 7). In response, this is not persuasive. 
According to the Weill et al., 1996, Review: Immunology Today, 17: 92-97 animal 
species such as chickens and rabbits exhibit gene conversion, while sheep exhibit 
hypermutation (Weill et al., page 92, 1®' col., 2"^ parag.). Given this teaching, it is 
unclear which mammals recited in claim 1 , other than mouse, are able to undergo SHM 
such that the claimed mammal exhibits high-affinity antibody production in B cells. As 
such, the claims with respect to this issue are limited to mouse and sheep. 

With regard to the Examiner indicating that the application teaches that different 
lines of mice have different mutations in the HV186.2 region and that an artisan cannot 
predict which of the mutations is correlated to high affinity binding. Applicant indicates 
that during the progression of the immune response, hypersomatic mutations generate 
a population of antibodies with structurally heterogenous V regions. B cells with the 
highest affinities will be selected to survive. Applicant indicates that GANP increases 
the rate of somatic hypermutations and result in a greater probability that a rarer high- 
affinity binding associated mutation will be produced and selected. An artisan does not 
know a priori which mutations in, e.g., the VH186.2 region will be selected, but the rate 
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of somatic liypermutation increases in GANP animals (Applicant's response, page 7). 
In response, this is found persuasive and the rejection as it applies to this issue is 
withdrawn . 

Applicant indicates that according to the Office Action, October 1 1 , pages 7-8, an 
artisan would not have recognized that the GANP gene could be overexpressed in non- 
human mammals, other than mice, to obtain the phenotype described in the instant 
claims. Applicant indicates that undue experimentation is not required to express the 
transgene in a non-human mammal to obtain a predictable phenotype. Applicant 
submits Maass et al., 2000, who describes animal models of hypertrophic 
cardiomyopathy. Exhibit A exemplifies that transgenic animals, other than mice, may be 
used to obtain predictable phenotype. These animals include mouse, rat, hamster, 
rabbit, and cat (Applicant's response, page 8). In response, this is not persuasive. 
While Applicant refers to Maass et al. for teaching that there are a number of transgenic 
animals of hypertrophic cardiomyopathy, the art teaches that while there are a great 
number of transgenic animal models, there are also a great number of transgenic 
animals that produce unexpected phenotypes. As such, while the specification teaches 
mice comprising a transgene of mouse GANP, the specification provides no guidance 
for the use of a human GANP transgene or transgenic non-human mammals that 
express any GANP transgene. Given that predicting phenotypes in transgenic animals 
is not routine in the art, the rejection as it applies to this issue remains . 

With regard to the Examiner indicating that the instant Application is insufficient 
to demonstrate that GANP transgenic mouse-derived hybridoma clones generate high- 
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affinity antibodies, Applicant's response of July 23, 2009, page 3, indicates that Figure 
28 of the specification teach that transgenic mice generate antibodies with much higher 
affinity against NP-CG in comparison to wild type mice. As such, an artisan would 
recognize that the claimed non-human mammals produce high affinity antibodies. In 
response, this is persuasive, and the regarding this issue is withdrawn . 
As such, the claims remain rejected. 

It is noted that the rejection of claim 3 is withdrawn as the claim is cancelled. 
Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joanne Hama, Ph.D. whose telephone number is 571- 
272-291 1 . The examiner can normally be reached Mondays, Tuesdays, Thursdays, 
and Fridays from 9:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Peter Paras, can be reached on 571-272-4517. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to (571 ) 272-0547. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
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Representatives are available to answer your questions daily from 6 am to midnight 

(EST). The toll free number is (866) 217-9197. When calling please have your 

application serial or patent number, the type of document you are having an image 

problem with, the number of pages and the specific nature of the problem. The Patent 

Electronic Business Center will notify applicants of the resolution of the problem within 

5-7 business days. Applicants can also check PAIR to confirm that the problem has 

been corrected. The USPTO's Patent Electronic Business Center is a complete service 

center supporting all patent business on the Internet. The USPTO's PAIR system 

provides Internet-based access to patent application status and history information. It 

also enables applicants to view the scanned images of their own application file 

folder(s) as well as general patent information available to the public. For all other 

customer support, please call the USPTO Call Center (UCC) at 800-786-9199. 

/Joanne Hama/ 
Primary Examiner 
Art Unit 1632 



